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ANDA 74-792

Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto

781 Chestnut Ridge Road

P.O. Box 4310

Morgantown, West Virginia 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug application
dated November 21, 1995 submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act for Glyburide Tablets
(Micronized), 1. 5 mg and 3 mg.

Reference is®also made to your amendments dated May 8,
September 27, and October 17, 1996.

Your application contains patent certifications to patent
#4735805 and patent #4916163 under Section 505(3)(2)(A)(v11)(IV)
of the act. Section 505(j) (4)(B)(iii) of the act provides that
"approval shall be made effective immediately unless an action is
brought for infringement of the patent which is the subject of
the certification before the expiration of forty-five days from
the date the notice provided under paragraph (2) (B) (i) is
received." You have notified FDA that Mylan Pharmaceuticals has
complied with the requirements of Section 505(3j) (2) (B) of the
act. No action for patent infringement was brought against Mylan
Pharmaceuticals within the statutory forty-five day period.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted 1abeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Glyburide Tablets (Micronized), 1.5 mg and 3 mg
to be bioequivalent and, therefore, therapeutically equivalent to
the listed drug, Glynase Tablets 1.5 mg and 3 mg, respectively,
of Pharmacia and Upjohn Company. Your dissolution testing should
be incorporated into the stablllty and quality control program
using the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.




We request that you submit, in duplicate, any proposed
advertlslng or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

r Roger L. Williams, M.D.
Deputy Center Director for Pharmaceutical Science
Center for Drug Evaluation and Research

cc: ANDA #74-792
ANDA #74-792/Division flle
Field Copy
HFD-600/Reading file
HFD-82
HFD-8/P.Savino
HFD-610/J.Phillips

Endorsements:

HFD-625/SBrown/10-18-96
HFD-613/CHolquist/10-29-96
HFD-613/A.Vezza for JGrace/10-29-96
HFD-625/MSmela/10-22-96
HFD-617/SO'Keefe, PM/11-15-96
X:\new\firmsam\mylan\ltrs&rev\74792.r#3
FT by MM December 17, 1996

Approval Letter




MYLAN PHARMACEUTICALS INC.

GLYBURIDE TABLETS, 3MG

ANDA 74-792

Each tablet contains:
Glyburide . ... . . 3mg
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1000 TABLETS
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NDC 0378-1125-10

MYLAN®
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CAUTION: Federal law prohibits
dispensing without prescription.

Dispense in a teight light-resistant
container as defined in the USP
using a child-resistant closure.
Keep container tightly closed.

Keep this and all medication out
of the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C {59°-86°F).

Usual Dosage: See jeinsertior - -
‘complete product i gl n. . ;/

Mylan Pharmaceuticals Inc.
Morgantown, WV 26505

CAUTION: Federal law prohibits
dispensing without prescription.

Dispense in a tight, fight-resistant
container as in the USP
using a child-resistant closure,
Keep container tightly closed.

Keep this and all medication out
of the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C (59°-86°F).

Usual Desage: See package insert for - o

complete product information.

'Hyiu Pharmacenticals Inc.
Morgantown, WV 26505 - -

CAUTION: Federal law prohibits
dispensing without prescription.

Dispense in 2 tight, light-resistant .
container as defined in the USP s
using a child-resistant closure.

Keep container tightly closed.

Keep this and all medication out
of the reach of children.

STORE AT CONTROLLED ROOM
TEMPERATURE 15°-30°C {59°-86°F).

Usual Dosage: See package insert for
complete product information.

Mylan Pharmaceuticals Inc.
Morgantown, WV 26505
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MYLAN PHARMACEUTICALS INC.

GLYBURIDE TABLETS, 3MG
ANDA 74-792
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MYLAN PHARMACEUTICALS INC.

GLYBURIDE TABLETS, 1.5MG

ANDA 74-792

1]

3w gy

It

v 10-¢lll-8

¢
N
£

|

i

3w gy

il

| “ i'o

|3
N

|

2w gy

LT

7 {0-€LLL-82¢0

N

tablet contains
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Each tablet contains:
Ghvburide .... 15mp

t5mg

Each tablet contains:
Giyduride ...
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MYLAN PHARMACEUTICALS INC.

GLYBURIDE TABLETS, 1.5MG

ANDA 74-792

Each tablet containg:
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coatain the following ingredient:
DEC Yellow #10 Aluminum Lase.

The chemical name for giyburide
i 1{[p-{2-(5-Chioro-o- anisamido)
ethyl] phenyl]-sutfonyl]- 3-cyclohery-
fnes and the molecular weight is
434.01. &t has the following structur-
al aod molecular formuta:

?
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CLINICAL PHARNACOLOGY: Actioms:
Giyburide appears to lower the blogd
glm;cm by stimulatiag the
release of insulin from the pancreas,
an effect dependent upon fuaction-
ing beta cells in the pancreatic is-
lets. The mechanises by whick givbu-
fide lowers blood glucose during
fong-term administration has not

been clearly established. With chron- -

ic administration in Type N disbetic
patients, theHlood glucose

effect persists despite a gradual
decline,in the insulin secrefory re-
sponse to the drug. Extrapancreatic
effects may be involved in the mech-
anism of action of ocal sutfonylurea
hypoglycentic drugs.

Some patients wha are initialty re-
sponsive to ocal hypoglycemic drugs,
including glyburide, may become
untesparsive or poorly responsive
over time. Alternatively, glyburide
may be effective in same patients
wha have become unresponsive to
one or mave other sutfonylurea drugs.

In addition to its blood glucose
lowesing actions, giyburide produces
a mild divresis by enhancement of
senal free water clearance. Disulfi-
ram-fike reaclions have very rarely
been reported in patients treated
with glyburide.
Pharmacokinstics: Single dose
studies with ghyburide tablets (mi-
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mdy D¢ elleclive w sime palienis
whe have become uaresponsive o
e or more ofher sulloaylurea drugs.

In addilion b its Meed glacase

ran-ke reactions have very ricely

twenly-four hewrs.

& kas bees reporind that in 2 sin-
gle-dose bicavailability study (see
Figwe A) in which subjects received
micronized givburide taslels 3 mg
and noomicrnied giyburide tablets
S mg with breakiast, the pesk of the
meas sarem glybucide conceatra-
tionr-timme curve was 97.2 ag/ml. for
the micronized glybaride tablets
3 mg 30d §7.5 ag/mi for nonml-
cranlzed giyburide tablets 5 mg. The
weas of the individual maximum
‘senus concentration values of giybu-
fide from micronized glyby-
tide 3 mg was 106 ag/mt.
and thal from 2ed giybu-
fide tablels was 104 ng/ml. The
mean giburide area whder the sar-
um conceatration-time curve (AUC)
fou this sty was 568 ag x he/ml for
micrenized tablets 3 ;g
and 746 ag x hc/ml for noami-
crontzed givhuride tablets 5 mg.
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studies, indicating ne buildup of
drug in tissue

The serum concentration of gibe-
ride ia normal subjects decreased
with 2 half-ide of sbout four hoors.

in single dose studies in fasting
amal subjects who were adminis-
tered glyburide tablets (micronzed)
in doses ranging from 1.25 mg to
$ mg, the degree and duration of
Iiood glucase lowering is propartion-
2l 1o the dase administered and 10

hours following single mamiag doses
in nonfasting diabetic patients.
Under rapeated admio-
istration in diabetic patisats, howev-
w4, thers {3 no reliable cornlation
betwaen blood drug levels and fast-
ing blood glucose levels. A one year
study of diabetic patients treated
with giyburide showed no reliable
carrelation between administered
dose and serum deug leve!.

The majos metabolitz of glyburide
is the 4-{rans-hydroxy decivative. A
second wetabolite, the 3-cis-hydrory
derivative, 3is0 occurs. These metab-
oiites probadly contribute no signifi-
cant hypoghremic action in humans
since they are only weakly active
{1/400th and 1/40th as active,
respectively, as ghyburide) in rabbits.

Glyburide is excreted as metabo-
Ittes in the Dile and urine, approxi-
mately 50% by each route. This dual
excrelocy pathway is qualitatively dit-
ferent from that of other suliony-
lureas, which are excreted primarily
in the urine.

Sutonylurea drugs afe extensively
bound to serum proteias. Displace-
ment fram protein binding sites by
other drugs may lead to enhanced
hypoglycemic action. fa vitro, the
protein binding exhibited by ghbu-
tide is predominantly non-onic,
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W uvia gud 279V1u dy dilive,
sespectively, 35 gyberide) in rabiits.

Ghybride is exseled as metsho-
ides in the bile and wrine, approni-
mately SO by sach reule. This dusl
ecretory pathway Is qualitatively i
ferent from that of ether suifony-

protein binding exhibited by giybu-
ride is predominantly non-lonic,
sutfonylureas

In initiating treatment for noa-
insulin-dependent diabetes, diet
the

where possible. i this Wnatment pro-
gram fails to reduce symptoms
and/or blood glucose, the use of sn
oral sulfonylurea of imsulin should be
considered. Use of giyburide must be
viewed by both the physician snd pa-
fient 33 a treatment in addition o
diet and not as a substitution or as 2

During maintenance programs,

ide should be discontinued if

satisfactory loweriag of blood glu-

ose is o longer ackieved. judgment

should be based ea regular clisical
and iaboratory evaluations.

In considering the wee of ghyburide
in asymptomatic patieats, & should
be recognized that controlfing blood
glucose m non-insafin-dependent
diabetes has not been definitely
established to be effective in pre-
venting the long-term cardiovascular
or neural complications of diabetes.
CONTRAINDICATIONS: Glyburide is
contraindicated in patients with:

1. Known fypersensitivity or allergy
tothe drug.

2. Diadetic ketoacidosis, with of
without coma. This condition
should be treated with insulin,

1. Type | diabetes meflitus, as sole
therapy.

SPECIAL WARNING ON INCREASED

RISK OF CARDIOVASCULAR MORTAL-

44

The admiinistration of eral hyps-
glycemic drugs has boon reposted
to he asseciated with increassd
cardiovascular mertality as com-
pard to treatment with diet alone
or dist plus insulin. This warnleg is
based on the study coriducted by
the Univarsity Group Blabetes Pro-

“ gram {UGDP), 2 long-torm prospec-
tive clinical triat designed to evalu-
ate the stisctiveness ef glucase-
towering drugs in praventing or
delaying vascuiar compfications in
patients with non-insulin-depen-
dent diabetes. The study involved
823 patients who were randomly
assignad 1o one of four traatment
groeps {Diabetes, 18 (Soppl. 2x741-
430, 1970).

UGDP reparted that patients
traated for § to 4 years with diet
plus a fixed dese of felbutamide
{15 grams per day) had 8 rate of
cardiovascular mortality approxi-
mately 2 172 times that of patients
traated with diet alone. A sigaifi-
cant increase in total mertality was
not observed, but the use of tolbw-
tamide was discontinued based on
the increase in cardiovascular
mortality, thus Fimiting the opportu-
nity for the study to shew an in-
crease in overail mortality. Despite
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o nowral complecations of diabetes.
CONTRAINDICATIONS: Glybucide is
cenlraindicated in patients with:

L Known hypersensitivity or aflergy
o the drug.

2. Diabetic keteacidosis, with o
without coma. This condition
should be treated with insutia.

3. Type | diabetes melitus, as sole
Sharagy.

SPECIAL WARNING ON INCREASED
RESK OF CARDIOVASTWVAR MORTAL-
w

The administration of oral ype-
giycamic drugs kas boon reperied
5 be asseciated with increased
candievasculac

roags {Babetes, 19 {Suppl. 2:747-
L

S0P reported that patients
treated for 5 to § yuars witk diet
ples 2 flxed dose of toibutamide
{15 grams por day) had 2 rate of
caclievascular mertality apprexl-

the lncruase in cardlovascular
martality, this Smiing the apparts-

Althoagh only onq drug ia the
sulfoaylerss class (telbutamide}
was incleded in this study, i ik grv-
dont from 3 safety standpeint to
consider that this warwing may aise
2pply tu other eral hypegiycamic
drugs in this class, ln view of their
clese similarities in mede of action
and themical struckrs.
PRECAVTIONS: Bisavallability stud-
ias kave domensirated that micron-
red ghbride tablets 3 mg previde
serom glyburide cancentrations
that are ant e
fram weumicrenizad glyburide
tablets § my. Therafore, pationts
should be refitrated when traus-
ferved from manmicrenized giybu-
ride tablets or sther aral hype-
ghycsmic agents.

vere kypoglycemia. Proper patient
selection and dosage and imstruc-
tions are important to avoid hypo-
glycemic episodes. Renal or hepatic
insutficiency may cause elevated
drug levels of ghyburide and the iat-
ter may also diminish gluconeogenic
capacily, both of which increase the
risk of serious hypoglycemic reac-
tions. Elderly, debditated or malnour-
ished patients, and those with
adrenal or pituitaty insufficiency, are
particularly susceptible to the hypo-
giycemic action of glucose-lowering
drugs. Hypoglycemia may be difficult
1o recognize ia the elderly and in peo-
ple who are taking beta-adrenergic
blocking drugs. Hypoglycemia is
more Fkely to oocur when caloric in-
take is deficient, atter severe or pro-
longed ewercise, when alcohol is in-
gested, or when more than one glu-
cose lowesing drug is used.

Less 8f Lentrel Of Bluod Glucose:
When 2 patient stahilized on acy dia-
betic regimen is exposed to stress
such as lever, trauma, infection o
surgesy, a loss of coatrol may occur.
At such times it may be necessary 1o
discontinge giyburide and administer
insulin.

The effectiveness of any hypogly-
cemic drug, including glyburide, in
loweting blood glucose o a desired
level decreases in many patients
over a period of time which may be
due to progression of the severity of
diabetes o« to diminished respon-
siveness to the drug. This phenome-
f0a is known a5 secondary failure, to
distieguish it from primary failure in
which the drug is ineffective in an
individual patient when glyburide is
first given. Adequate adjustmeni of
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sulfonylurea class (telbutamide)
v included in this study, ¥ is pre-
dent from a safety standpeint to
consider that this waraing may also
apyily te ather orat bypeglycemic
drugs in this class, n view of theis
clese simitarities in made of action

ized glyburide tablats 3 mg provide
serum glyburide cencentrations
that are wet hissguivalent 10 thess
frem nenmicronized giyburide
tablets § mg. Therelore, patients
should be retitrated whes traes-
focred from neamicranized giybe-
ride tabiets or other aral kype-
ghcemic agents.

Comanak Mypogiycemis: N sulony-
Iwreas are capable of praduciag -
vere kypogiycemia. Prper patiest
selection and dossge and imstruc-
tions ace impoctacd te aveid hypo-
glycemic episades. Reaal or hegatic

ions. Elderly,
ished patients, and those with
adrenal er pitullary insufficiency, are

blocking drugs. Hypogivcemia is
mare fikely o occur whea caleric in-

kmmlmhmﬁ
discortinue glyburide and administer
Insulin,

The effectiveness of any Mypagly-
cemic deug, including giyburide, i
lowering blood glucose to a desired
level decreases in many patienls
aver 3 period of tiose which may be
due to progression ef the severity of
diabetes or to diminished respon-

first given. Adequate adjustment of
dose and adherence to diet should
be assessed before classifying 2
patient as a secondaty failure.

Infscmation For Patiests: Patients
should be iwformed of the potentiat
risks and advaniages of giyburide

tary instructions, of 3 regular ees-
cise pragram, and of regular testing
of urine and/or blood glucose.

The risks of hypoglycemia, its
symptoms aad treatment, and condi-
tions that predispose to its deveiop-
ment should be explained to patients
ang responsible family members.
Primary and secondary faituse also
should be explained.

Laboratory Tests: Therapeutic re-
sponse to ghburide tablets (micron-
ized) should be monitored by fre-
Quent urine glucose tests and peri-
odic blood glucase tests. Measure-
ment of glycosiated hemogiobin lev-
els may be helpfu! in some patients.
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Brug Staractions: The bypoglycemic
action of sulfonylureas may be po-
tentiated by certain drugs including
nonsteroidat mﬂmmm P

mh:lulm, and beta adrenergic
dlocking agents. When such deugs
1o pdministered 0.2 patient recolv-

drugs, and isoniazid. Whea such
drigs are adeainistered ta 3 patient
receiving glyburide, the patieat
should be closely observed bor loss of

buride, the patient showld be ob-
served clasely for hypogiycemia.

A possible interaction between
ghburide and ciprofioucin, a fuorn-
quinolone antibiotic, has been re-
parted, minmbnd
the hypagiyoemic action of giyburide.
The mechanism of action for this
interaction is aot knowe.

A potential iateraction between
oral miconazole and ecal Rypogly-
cemic agents leading b severe bypo-

at doses up 10 300 mp/kg/day o 13
manths showed no carcinogenic of-
fects. Glyburide is nonmutagenic
when studied l the Salmoneils
microsome test (Ames test) and in
the DMA damage/alhatine elution
assy.

No drug-related etfects were Roted
0 any of the criteria evaluated in the
fwo-year oncagenicily study of ghvbu-

Prognancy: Teratsgenic Effects:
Pregnancy Catagary 8: Regroduction
studies have beon performed i rats
and 7abbits at doses up b 500 times
the human dese and have revealed

be ysed during pregnancy only if
clearly nesded.

Because recent information sug-
gests that abaormat blood ghicese
levels during pregnancy are assoc-
sted with 2 higher incidence of con-
ponital shaocealities, many wperts
secomend that insufin be used dur-
Ing pregrancy to maistain bood ghv-
cose a5 close & normal as possible.
Nonterategenic Effects: Prolonged
severe ypogiycemia (4 to 10 days)
fas bean reported in neonates bom
10 mothers who were receiving 3 sul-
fonylurea drug at the time of desivery.
This has bees reparted more fre-
quently with the use of agents with
proionged half-lives, i giyburide is
used during pregnascy, it should be
discontinued at least two weeks
Betore the expectad delivery date,
Norsing Mothers: Atthough & is not
known whether ghyboride is excreled
in human milk, some sultonylures
drugs are known te be excreted in
fuman mik. Because the potential
foc hypogiycemia in nursing infants
may exist, a decision should be made
whether to discontinge nursing or to
discontinue the deug, taking into
account the importance of the dnug
30 the mother. H the deug is discon-
tinued, and if diet alone is inade-
quate foc controlling blood glucose,
Wsulin therapy should be considered.
Pediatric Wse: Safely and effective-
ness in pediatric patients have aot
been established.

ADVERSE REACTIONS: Nypogiy-
comia: See PRECAUTIONS and OVER-
Castroistestinal Resctions: Choles-
tatic jsundice and henatitic mav
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before the expocied delivery date.

discontinue the drug, taking inte
account the impartance of the drug
% the mother. I the deug I discon-
tinwed, and if dist aloms is inade-
quate for controling blood glucese,
insulin theragy sheuld be congidered.
Pedintric ¥sa: Salely and effective-
ness in padiatric patients have aet
een established.

ABVERSE REACTIONS: Nypogly-
comia; See PRECAUTIONS and OVER-
DOSAGE Sectiens.
Sastroiatestinatl Reachions: Choles-
tatic jaundice and hepatitis may

ocour ravely; glyburide should be dis-
continued f thiseocers.  ~ -~

Gastrointestinal distrbances, &g,
naysea, epigastric futiness, and
heartburn ase the mest common -
actions, having scourred in 13% of
treated patients during chnical tri-
ats. They tead i be dose related and
may disappear whea desage is
reduced.

Darmatolegic Reactions: Atlergic
skin reactions, 4.8, pruritus, enthe-
ma, urticacis, and morbiliiform o
maciilopapular eruptions eccurred i
1.5% of treated patients during clin-
ical trials. Thase may be transient
and may disappess despite contin-
ved use of giyburide. If skin reactions
persist, the drug showld he discon-
tinued.

Puephyria cutanes tarda a0d phe-
tosensitivity reactions have been

and disulfiram-She reactions have
been reported very racely.

Cases of typanatremiia have bees

reparted with glyburide and af ather
sulfonylureas, mast often in patients
who ace on other medications of have
wedical conditions known & cause
hyponatremia or increase releass of
antidiuretic hormone. The syndrome
of inappropriate antidiuretic hor-
mone {SIADH) secretion has bees
reparted with certain other sulioay-
fureas, and it has boon suggested
that these sulfonylureas may aug-
ment the pecipheral (antidivretic)
actian of ADH zadlor increase
release of ADH.
Other Reactions: Changes in accom-
modation and/or blurred vision have
been reparted with glyburide and
other sulfonylureas. These are
thought fo be selated %o fluctuation
in glucose levels.

In addition to dermatologic reac-

tions, allergic reactions suck as
angioedema, arthiaigia, myalgia and
vasculitis have bees reported.
OVERDOSAGE: Overdosage of sutfon-
yiureas, including giyburide, can pro-
duce hypoglycemia. Mild hypogly-
cemic symptoms, without loss of
consciousness of neurological find-
ings, should be treated aggressively
with oral glucose and adjustments in
drug dosage and/or meal patterns..
Closs monitoring should continue
until the physician is assured that
the patient is out of danger. Severe
hypogiyCemic reactions with coma,
seizure, or otiver neurological impair-
ment occur infrequently, but consti-
tule medical emergencies requiring
immediate hospitalization, If hypo-
ghceme coma is diagnosed o sus-
pected, the patient should be given a
1apid intravenous injection of con-
centrated (50%) glucose sotution.
This shukd be followed by a continu-
ous infusion of a more ditute (10%)
glucose solution at a rate which will
maintain the blood glucase at a level
above 100 mg/dL Patients should be
closely monitored for a minimum of
24 to 48 hours, since hypoglycemia
may recur after apparent clinical
TECOVETY.
DOSAGE ANO ADMINISTRATION:
Patients should be retitrated when
transferred trom nonmicranized
givburide tablets er other oral hy-
poglycemic agents.
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tablets (micrenizo shawid be ob-
served. A maintenance dase of 3 mg
of glyburide tablets (micronized)
provide apprazimately the same
degree of biood glucese contrel as
250 to 375 mg chibsrprapamide, 250
10 375 mg tolazamide, 5 mg of non-
micrenizmd ghberide, 580 I 750 mg
acetohexamide, o B s 1500 mg
toftutamide.

When transfersing palieals receiv-
ing mere thae 49 waits of insulin

daily, they may Se stadded o8 8 dally. -
dase of giyburide tableis (micron- -

hypogiycemia may rarely sccur.
should test their erine for ghocese

thoemia
that the pationt is & Type | disbetic
who requites insulin Shorapy.
Mazxiomam Bese: Dally duses of more
than 12 mg ave ast recommended.
Besage Interval: Once-3-duy therapy
is usually satisfactery. Some pa-

tion, the initial and maimtenance
dosing should be consarvative to
avoid hypoghycemic seactens. (See
PRECAUTIONS Sectisad.

HOW SUPPLIER: Chybaride tablets
{micronized} see sallalde containing
1.5 mg and 3 mg of ghyburide as foi-
Tows:

The 1.5 mg tablets are white,
scored, oval tablets marked with
M 113 on one side and blask on the
ather side. They ave available as fol-
lowes:

NDC 0378-1113-01
botties of 100 tablets
NOC 0378-1113-05
bokties of 500 tablets

The 3 g tablefs are ight yeliow,
scored, oval tablets marked with
¥ 125 on ane side and blak on the
other side. They are availabie as fol-
fows:

NDC 0378-1125-01
botties of 100 tablets
NOC 0378-1125-10
botties of 1000 tablets
STORE AT CONTROCLED ROOM TEM-
PERATURE 15°-38° € (30°-96° F).
Dispense in a tight, ight-resistant
container as defined in the USP
wsing 3 child-resistant closore.
CAUTION: Federal law probibidts dis-
pensing without prescrigtion.

Mylan Pharmacesticats inc.
Morgantomn, WY 26505

REVISED MAY 1396
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CHEMISTRY REVIEW NO.3
ANDA # 74-792
NAME AND ADDRESS OF APPLICANT
Mylan Pharmaceuticals Inc.
781 Chestnut Ridge Road
P.O. Box 4310 )
Morgantown, West Virginia 26504-4310

LEGAL BASIS FOR SUBMISSION 5.  SUPPLEMENT(S)

Accepted by OGD N/A
PROPRIETARY NAME 7. NONPROPRIETARY NAME
N/A Glyburide

SUPPLEMENT (s) PROVIDE(s) FOR:

N/A
AMENDMENTS AND OTHER DATES:

November 21, 1995: Origin;}\gubmission
December 8, 1995: ONC

May 8, 1996: Bio Info.

June 6, 1996: amendment responding to NAL dated
5/13/96

July 2, 1996: NC (response to bioequivalence's letter

dated June 26, 1996)
*August 30, 1996: ONC (patents are invalid)
*September 6, 1996: ONC (notice of certification to patent
holders that patents are invalid)
*September 27, 1996:amendment responding to NAL dated

8/30/96 _
*October 17, 1996: amendment responding to laboratory
comments
PHARMACOLOGICAL CATEGORY 11. BRx or OTC
Hypoglycemic Rx
RELATED NDA/DMFs
See review #1.
DOSAGE FORM 14. POTENCY
Tablet (micronized) 1.5 mg and 3 mg




15. CHEMICAL NAME AND STRUCTURE
See review #1.

16. RECORDS AND REPORTS
N/A

17. COMMENTS

As requested in our NAL dated August 30, 1996 applicant has
noted and acknowledged the following:

A satisfactory methods validation for the

finished dosage form to support the ANDA is required
prior to approval.

18. CONCLUSIONS AND RECOMMENDATIONS

All deficiencies are satisfied. The ANDA is approvable.
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19. REVIEWER: DATE COMPLETED:
Shirley S. Brown October 18, 1996
cc: ANDA #74-792
ANDA #74-792/Division File
Field Copy
Endorsements:
HFD-625/SBrown/10-18-96
HFD-625/MSmela/10-22-96
X:\new\firmsam\mylan\1trs&rev\74792.r#3

F/T by MM November 18, 1996
APPROVABLE



ANDA 74-792

Mylan Pharmaceuticals Inc.

Attention: W. Bradley McMillen T

781 Chestnut Ridge Road YU 20 199
P.0O. Box 4310

Morgantown, West Virginia 26504-4310

Dear Sir:

This is in reference to your abbreviated new drug application
submitted pursuant to Section 505(j) of the Federal Food, Drug,
and Cosmetic Act for Glyburide Tablets, 1.5 mg and 3 mg.

1. The Division of Bioequivalence has completed its review and
has nfo further questions at this time.

2. The following dissolution testing will'heed to be incorporated
into your stability and quality control programs:

The dissolution testing should be conducted in 500 mL of
borate buffer, pH 9.5 at 37° using USP 23 apparatus 2

(paddle) at 75 rpm. The test products should meet the
following specifications: '

Not less than . of the labeled amount of glyburide in
the dosage form is dissolved in 45 minutes.

Please note that the bioequivalency comments expressed in this
letter are preliminary. The above biocequivalency comments may be
revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling or other scientific or regulatory issues. A revised
determination may require additional information and/or studies, or
may conclude that the proposed formulation is not approvable.

Sincerely yours,

th K. Chan, ®h.D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and
Research .
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Glybunde Mylan Pharmaceuncals Inc.

Tablets. 1.5 mg & 3 mg _ Morgantown. ‘Vest Virginia

ANDA # 74-792 Submission Date:

Reviewer: L. Chuang : November 21. 1995 .
May 8. 1996 ’

Review of Two Bioeguivalence Studies. Waiver Request and Dissolution Data

Introduction:

Glyburide is an oral hvpoglycemic agent effective in diabetic patients who have retained some degree
of pancreatic insulin-releasing function.

The bioavailability of glyburide is 40-45% with the early formuiation and 100% with the improved
formulations. It is 98--99% bound to albumin. After an orai dose or 3 mg, the C_,, was 106 ng/mL,
T, Was 2-3 hours and T,, was 4 hours. It is extensively metabolized in the hver mainly by the

hydroxylation of the cyciohexyl ring. The hydroxylated metabolites have no significant hypoglycemic
activity and they are excreted equaily in the urine and the bile.

Glyburide is usually administered as a single daily dose each morning with breakfast or with the first
main meal. The recommended initial adult dose of glyburide is 2.5-5 mg dailv. The maximum
recommended single daily dose is 10 mg and the maximum recommended total daily dose is 20 mg.

The listed reference product of glyburide is Glynase® 6 mg tablet manufactured by The Upjohn
Company. Glynase® tablet is also marketed as 3 mg tablet by the same company.

Bioequivalence Studv - Fasting:

The objective of this study is to assess the bioequivalence of the firm's glyburide 3 mg tablet and
Glynase® 3 mg tablet manufactured by Upjohn Co. in fasting volunteers.

The clinical portion of the study was conducted at the

during 06/03-07/03/95. The anaiytical portion of the study was conducted at the —~

7
The study was conducted in a randomized. 2-treatment, 2-period. single dose crossover design. The

- spproved the protocol and the
informed consent form on 02/16/95.




It was designed in the protocol to have at least 30 volunteers compieted the studyv. Forty-five (45)
subjects were recruited. The inciusion and exclusion critena are iisted below:

Inclusion Criteria: A

Males between 19-55 vears old and within +10% of ideai body weight.

Normal physical examination resuits and medical history.

Laboratory evaluation within normal limits. The tests inciuded blood count, electrolytes, liver
function, kidney function, measurements of uric acid. cholesteroi (allowed to be outside
limits) and iron, urinalysis, and urine drug screen; all conducted within 2 weeks of the study.

LI [ —

Exclusion Criteria:

Receipt of investigational drug within 4 weeks of the study.

Using tobacco.

Acute illness or surgery within 4 weeks of the study.

History.of allergy to suifonyiurea-related drugs.

Presence of any pathological conditions of any part of the body.

Any medication within 2 weeks of the study.

Ingestion of alcohol beverages of caffeine- or xanthine-containing food or beverages within
48 hours of the study.

History of alcohol or drug abuse, cardiac arrhythmias, psychotropic agents usage, or hepatitis.
9. Donation of blood within 3 months or blood products within 14 days.

NO L L

e

During the study period (including the washout period), no concurrent diseases or medications were
allowed.

Of the 45 subjects recruited , 6 did not report for phase 1 dosing. The remaining 39 subjects (33
white. 4 Asian-Pacific and 2 Hispanic males) were dosed in 2 groups due to the number of volunteers
that did not report for phase 1. For group A (subjects 1-29), phase 1 was conducted on 06/03/95 and

phase 2 on 06/17/95. For group B (subjects 30-39), phase 1 was conducted on 06/17/95 and phase
2 on 7/1/95.

Subjects were fasted from 10 pm on the day prior fo dosing untii lunch the next day. At 8 am,on the
day of dosing, each subject was assigned randomly to one of the following treatments:

Treatment A - Reference Drug: Glynase® tablets, 2 x 3 mg, Upjohn Co. lot #103JC, /ﬁotenc'y
101.7%, expires 4/97.

Treatment B - Test Drué: Glyburide tablets. 2 x 3 mg, Mylan lot #2B002D, potency
’ 100.5%, batch size of

Each treatment was taken with 240 mL of apple juice to minimize hypo glycemic effects of glybunde.

(§8]




Each subject was given 2 ounces of appie juice every 15 minutes during the 1first 4 hours after dosing.
Blood sampies (10 mi each) were coilected at 0.5, 1, 1.5. 2. 2.5, 3. 3.5.4.45.5,6,8, 10, 12, 16,
24. 36, and 48 hours arier dosing. Plasma sampies were prepared and immediately frozen.

All subjects remained ambulatory during the study but were not permuitted to engage in strenuous
exercise. Vital signs were measured hourly for the first 8 hours and at 12. 24, 36 and 48 hours after
dosing. Lunch was served at 4 hours after dosing. All participants remained at a monitored center
for at least 24 hours after dosing and returned to the testing center for period 2 after a 14-day
washout period. At the conclusion of the study, all subjects underwent the same physical and
laboratorv evaluation made at the start of the study.

Analvtical Method:

(9]



Results:

Out of the 39 subjects entered phase 1, 37 completed the study. Subject #9 failed to report for phase
2 (treatment A) dosing due to personal reason (not study reiated). Subject #30 was discontinued
during period 1 (treatment B) after 48 hour blood collection due to adverse experiences which were
not study related, he reported that he had blood in his urine. This problem was resolved in 4 days.

Another volunteer, subject #14, did not report to have his 36 hour blood draw during period 2
(treatment B).

No clinically significant abnormalities were detected during the post-study physical and laboratory
evaluation. Forty-four (44) adverse events were reported, 21 occurred during treatment A and 23
during treatment B. The symptoms were headache, perspiring, clammy skin, lightheadedness,
shakiness, diaphoretic, nausea, pale, confusion, leg weakness. vomiting and blood in urine. Except
headache and blood in urine, these symptoms were probably related to the study drug administered.

Of the 37 subjects completed the study, 20 were in the sequence of AB and 17 were BA. Only the

analytical resuits from 36 subjects were reported. the resuilt of subject #29, who was in sequence AB,
was not reported. '

Of the 1367 plasma samples received for the assay of glyburide. 19 were reassayed, all had no initial
assay values because of sample loss during extraction. power failure, abnormal internal standard

response. instrument malfunction or process deviation. The repeat assay value was reported for each
repeated sample.




Five (5) plasma samples were reported as "missing” due to insurficient plasma quantity, i.e. subject
%26, hour 1, 3.5, and 10 during treatment A (T,,,, was 4.5 hours). and hour 48 during treatment B;

and subject #27, hour 6 during treatment B (T, was 1.5 hours).

The mean plasma concentrations of glyburide at each sampling point after both treatments in 36
subjects and the mean pharmacokinetic parameters are presented below in Table 1.

Time (hour) Upjohn (Treatment A) Mylan (Treatment B)

0 0 0

0.5 12.33 (11.9) 17.98 (14.4)

1.0 25.70° (12.1) 51.96 (9.9)

1.5 ‘ 34.62 (13.2) 75.85 (8.9)

2.0 43.87 (15.4) 89.36 (8.3)

2.5 70.57 (15.4) 101.95 (8.5) ﬂ
3.0 87.59 (13.5) 111.95 (6.8) ||
3.5 91.96° (12.2) 118.91 (7.2)

4.0 91.73 (10.6) 117.60 (7.9)

45 100.47 (7.0) 112.21 (7.4)

5.0 9091 (7.2) 86.59 (7.5)

6.0 74.76 (12.7) 58.16° (6.7)

8.0 51.51 (12.3) 38.79 (8.4)

10.0 35.85° (8.8)- 31.49 (10.2)

12.0 29.03 (7.9 32.18 (12.7) |
16.0 23.50 (11.3) 18.83 (9.2)

24.0 13.16 (8.0) 9.85 (9.3)

36.0 3.27 (20.5) 1.88" (36.2)

48.0 0.83 (44.6) 0.41° (60.1)




AUC,, (ng*hr/mL) 992.91 (30.2) ‘ 975.45 (25.8)
LNAUC.,, 6.86 (95?.38‘\ | 6.85 (943.88%)
AUC.,. (ng*hr/mL) 1135.07 (28.0) ‘ 1084.89 (24.4)
LNAUC.. 7.00 (1096.63%) 6.96 (1053.63)
| Cpp (ng/mL) 161.67 (33.3) 158.53 (34.7)
LNC... 5.04 (15447 5.02 (151.419
| T, (hour) 401 (31.2) 3.74 (48.9)
T, (houn) 10.84 (39.7) 8.83 (52.7)

a : unless otherwise indicated

b:n=35

¢ : Geometric Mean

Analysis of Variance was first performed on each pharmacokinetic parameter with a group effect
model including effects for group, sequence, sequence*group, sub(seq*group), treatment and
period. Test hypothesis using sub(seq*group) as an error term was also conducted. No significant
group effect was detected for any of the parameters. The ANOVA was conducted again without the
group effect, the resuits showed no significant effect for any of the parameters.

However, the firm's's ANOVA model had onl); 2 levels of period, yet there were 3 periods in the
study: 06/03/95, 06/17/95 and 07/01/95.

The LS means of all 3 untransformed and log transformed pharmacokinetic parameters, ratio of these

means and the 90% confidence interval of test product versus reference product, using the firm's
ANOVA model of 2 periods, are presented in Table 2.

Table 2; Statistical Analysis -- Fasting Study

Parameter LS Means LS Means T/R 90% Confidence
~(Mylan) (Upjohn) Interval

AUC,, 973.90 992 .89 0.98 (0.904; 1.058)

(ng*hr/mL) »

AUC, ¢ 1083.19 1132.36 0.96 (0.874; 1.039)

(ng*hr/mL)

me (ng/mL) 159.21 162.46 0.98 (0.888: 1.072)

LNAUC.., 6.8493 (943 .22") 6.8575 (950.99%) ’ 0.99° | (0.920: 1.067)




LNAUC. .,

6.9934 (1089.42% ! 0.96° ' (0.884: 1.053)

|

L LNC_

‘_=ng

! 6.9577 (1051.21%
|

| i .
5.0263 (15237 | 5.0418(154.75) . 0.98°

| {0.890: 1.089)

a = Geometric Mean
b = Ratio of Geomerric Means

Comments:

1.

The calculations for ail the pharmacokinetic parameters and 90% confidence intervals were
confirmed bv the reviewer.

The ANOVA model used by the firm to obtain statistical resuits is not appropriate. On
04/22/96, 1t was recommended to the firm through telephone conference that the period
should be coded as I, 2, or 3 since there were 3 periods in the study, i.e., 06/03/95,
06/17/95 and 07/01/95, or to include period in the model as PER(GROUP).

The sponsor's response was received on 05/08/96. ANOVA was conducted using 3 periods
and including group effect.

Since no significant group effect was detected previously, the reviewer conducted ANOVA
with 3 periods and including effects for sequence. sub(seq), period, and treatment. Test
hypothesis using sub(seq) as an error term was also conducted. The results showed no
significant effect for any of the parameters. The LS means and 90% confidence intervals
calculated with this new ANOVA method are presented below in Table 3:

Table 3; Statistical Analvsis -- Fasting Studv -- 3-period model

Parameter LS Means LS Means : T/R 90% Confidence
(Mylan-Test) (Upjohn-Reference) Interval
AUC,, 974.01 99232 0.98 | (0.904; 1.058)
(ng*hr/mL) )
AUC, ¢ 1047.58 1093.65 0.96 (0.874; 1.039) ,
(ng*hr/mL)
C,.. (ng/mL) 158.61 161.75 098 | (0.888:1.072)
LNAUC., 6.8514 (925.20‘\ 6.8590 (952.41%» 0.99° | (0.920: 1.067)
LNAUC. 6.9294 (1021.88" | 6.9624 (1056.16M 0.97° | (0.884: 1.053)
LNC_., 5.0314 (153.15% 5.0469 (155.35% 0.98° | (0.890: 1.089)




a = Geometric Mean
b = Ratio of Geometric Means

3. The 90% confidence intervais of LNAUC,, , LNAUC, ,, and LNC_,, obtained either with
the 2-period ANOVA or the 3-period ANOVA. are all within the 80-125% limits.

4. The resulits of the fasting study are acceptable.

Bioequivalence Study - Non-Fasting:

The objective of this study is to assess the bioequivalence of the firm's glyburide 3 mg tablet and
Glynase® 3 mg tablet manufactured by Upjohn Co. in non-fasting volunteers.

The clinicai portion of the study was conducted at the
LT T TT TS - }
during 07/20-08/ 19/95. The analytical portion of the study was conducted at the Pharmacokmetlcs

Laboratory of Mylan Pharmaceuticals in Morgantown, WV during 08/24-09/14/95 by P. K. Noonan,
Ph.D..

The study was conducted in a randomized, 3-treatment, 3-penod, single dose crossover design. The

approved the protocol and the
informed consent form on 02/16/95.

It was designed in the protocol to have at least 18 volunteers completed the studv. Twenty (20)
subjects (15 white, 3 Asian-Pacific and 2 black males) were recruited. The inclusion and exclusion
criteria were the same as those listed in the fasting studv except the age range was 19-50 instead of
19-55 years.

During the study (inciuding the washout period), no concurrent diseases or medications are
allowed.

Subjects were fasted from 10 pm on the day prior to dosing. At 8 am on the day of dosing, each
subject received one of the following treatments according to one of the 6 sequences (ABC, ACB,
BAC, BCA, CAB and CBA) that subject had randomly been assigned to:

Treatment A - Reference Drug: Glynase® tablets, 2 x 3 mg, Upjohn Co. lot #103JC, potency
101.7%, expires 4/97, given 30 minutes after a standardized

s breakfast*.
Treatment B - Test Drug: Glybunde tablets. 2 x 3 mg, Mvlan lot #2B002D, potency
100.5%, batch size of . given 30 minutes after



a standardized breakfast*.

Treatment C - Test Drug: Glyburide tablets. Z x 3 mg, Mylan iot #2B002D, potency
_ 100.5%, batch size o ablets, given under fasting
condition. )

*= | buttered English muffin 1 fried egg, ! slice American cheese, 1 slice Canadian bacon, 1
serving hash brown potatoes, 6 0z orange juice and 8 oz whole miik.

Each treatment was taken with 240 mL of apple juice to minimize hypoglycemic effects of glyburide.
Each subject was given 2 ounces of apple juice every 15 minutes during the first 4 hours after dosing.
Blood sampies (10 mi each) were collected at 0.5, 1, 1.5, 2, 2.5, 3,3.5,4,4.5, 5,6, 8, 10, 12, 16,
24, 36, and 48 hours after dosing. Plasma samples were prepared and immediately frozen.

All subjects remained ambulatory during the study but were not permitted to engage in stremuous
exercise. Vital,signs were measured hourly for the first 8 hours and at 12, 24, 36 and 48 hours after
dosing. Lunch was served at 4 hours after dosing. All participants remained at a monitored center
for at least 24 hours after dosing and returned to the testing center for period 2 after a 14-day
washout period. At the conclusion of the study, all subjects underwent the same physical and
laboratory evaluation made at the start of the study.

Analytical Method:

Results:
All 20 subjects recruited compieted the study.

No clinically significant abnormalities were detected during the post-study physical and laboratory
evaluation. Fifteen (15) adverse events were reported, 3 occurred during treatment A, 5 during
treatment B and 7 during treatment C. The symptoms were headache, perspiration, dizziness,
lightheadedness, heartburn, sweating, and feeling hot and tired or warm. Except 1 case of headache,



all the adverse reactions were probablv related to the studv drug administered.

Of the 760 plasma samples received for the assay of glyburide. 2+ were reassaved, all had no initial
assay values because of sampie loss during extraction. abnormai internai standard response, bad
sensiuvity and poor chromatography. The repeat assay value was reported for each repeated sample.

Two (2) plasma samples were reported as "quantity not sutficient". i.e. subject #19, hour 36 and 48

during treatment A.

The mean plasma concentrations of glyburide at each sampling point after each treatment in 20
subjects and the mean pharmacokinetic parameters are presented below in Table 4.

Table 4;: Mean (C.V.%) Plasma Glyburide Concentrations (ng/miL) at Each Sampling Time Point and
_Mean Pharmacokinetic Parameters (n= 20" -- Non-Fasting Study)

Time (hour) Upjohn - Mylan - Mpylan - Fasting
’ Non-Fasting Non-Fasting (Treatment C)
(Treatment A) (Treatment B) -
0 0 0 0
0.5 13.40 (34) 22.08 (22) 19.44 (15) J]
1.0 60.02 (26) 87.17 (16) 48.62 (13) “
15 98.93 (16) 124.62 (12) 66.88 (12) “
2.0 118.07 (11) 146.70 (6.8) 74.49 (13) "
2.5 133.95 (8.8) 148.84 (5.6) 80.61 (12)
3.0 131.69 (7.4) 142.32 (5.4) 75.73 (13)
3.5 119.99 (7.8) 123.66 (4.8) 69.13 (12)
4.0 108.44 (7.3) 111.40 (5.3) 63.50 (14)
4.5 108.09 (7.2) 104.49_(52) 65.12_(16)
5.0 90.70 (9.5) 88.37 (8.2) 54.54 (14)
6.0 77.98 (11 70.25 (9.7 42.03 (14)
8.0 55.08 (11) 48.93 (13) 41.44 (18)
10.0 36.94 (1 1) 30.19 (10) 50.62 (16)
12.0 21.35 (13) 18304 (10) 65.97 (19

10



a : unless otherwise indicated

b:n=19

16.0 921 (13) 791 (1) 28.00 (16)

24.0 220 (40) 104 (38) 12,60 (26)

36.0 ob 0 0.18 (100)

48.0 o 0 0 ‘
AUC,, 921.01 (21) 928.86 (20) 979.70 (27)

(ng*hr/mL)

AUC,, 967.43 (19) 970.84 (21) 1099.24° (30) |
(ng*hr/ml.)

| C_. (ng/mL) 167.10 (30) 172.10 (26) 12478 (34)

| T__ (hour) 342 (58) 262 (42) 582 (75)

T,,, (hour) 400 (41) 423 (54) 534 (52) |

ANOVA was conducted for eachof the pharmacokinetic parameters. Their LS means and ratios of
these means are presented below in Table 5: |

Table 5 - LS Means and Ratios of LS Means of PK Parameters -- Non-Fasting Study

Treatment | A B C B/A ||B/C
(Ref-Non-Fasting) | (Test-Non-Fasting) | (Test-Fasting)

AUC,, 921.62 912.29 995.66 0.99

(ng*hr/mL)

AUC, ¢ 982.45 948.61 1102.54 0.96

(ng*hr/mL)

Cox 163.36 176.25 124.36 1.08

(ng/mL)

T e (hour) 3.80 2.18 5.89 0.57

T,, (hour) 413 4.45 491 1.08

11
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Comments:

1. The caiculations for all the pharmacokinetic parameters were confirmed by the reviewer.

12

The test formuiation and the reference formuiation were absorbed at almost the same rate

(mean C,,) and to almost the same extent (mean AUC,, and mean'AUC,_ ) under post-
prandial condition,.

LI

Comparing to administering the test product under fastng condition, the administration of the
test product after breakfast increased both mean AUC (5-13%) and mean C__, (40%), and
the mean T,,, was shortened by 55% (from 5.8 to 2.6 hours).

4. The ratio of the mean of all three pharmacokinetic parameters for the test product given after
food versus reference product given after food were all within the 0.8-1.2 limit.

5. The results of the non-fasting study are acceptable.

Dissoiution Testing:

The firm conducted dissolution tests on its glyburide tablets, 1.5 mg and 3 mg, lot #2B001D and
#2B002D respectively, compared to the reference products, Glynase® 1.5 mg tablet and 3 mg tablet
respectively. The dissolution method and resuits are presented below in Table 6.

Table 6 - In Vitro Dissolution Testing

Drug (Generic Name): Glyburide

Dosage Form: Tablet

Dose Strength: 1.5mg&3mg

ANDA No.: 74-792

Fim: Mylan Pharmaceuticais Inc.

Submission Date:  11/21/95

I. Conditions for Dissolution Testing:

USP XXIIT Apparatus: Paddle @ RPM: 75
No. Units Tested: 12
Medium: 0.05 M Borate Buffer, pH 9.5 Volume: 500 mL

Tolerance: NLT (Q) in 45 minutes

Reference Drug: ~ Glynase®™ (Upjohn)

Assav Methodologv: »
1. Resuits of In Vitro Dissolutiqn'(Testinsz:
Sampiing Test Product Reference Product
Times Lot # 2B002D Lot # 103JC. Exp. 4/97
(Minutes) Strength (mg): 3 Strength (ma): 3




Mean % Range %CV ‘ Mean 7o Range %CV
15 102 2.2 | 104 2.6
30 103 24 l 105 3.0
45 103 2.7 106 2.6
60 103 2.4 105 .. 3.4

m

Sampling Test Product Reference Product
Times Lot # 2B001D Lot # 671JF, Exp. 9/97
(Minutes) Strength (mg): 1.5 Strength (me): 1.5

Mean % Range %CV Mean % Range %CV
15 101 3.1 100 1.9
30 103 2.5 102 1.7
45 . 102 2.9 103 1.7
60 103 2.6 103 ) g 2.0
Content uniformity:
test product (3 mg tablets): 100.5%, range of 95.7-103.3% and CV of 2.3%
reference product (3 me ablets): 101.7%. range of 99.5-100.3%, CV of 2.4%

Comment:

The dissolution method and results comply with those specified in the Guidance: Glyburide Tablet,
In vivo Bioequivalence and In Vitro Dissolution Testing, issued by the Agency on 04/23/93.

Waiver Request for Glyburide 1.5 mg Tablet:

The firm is requesting a waiver of in vivo bioavailability study for the firm's Glyburide 1.5 mg tablet
based on the resuits of bioequivalence studies conducted above on the 3 mg product. The
comparative formulations of both strengths of products listed below in Table 7 indicate that both
strengths are proportionally similar in its active and inactive ingredients.

Table 7: Comparative Quantitative Composition of Mylan's 1.5 mg and 3 mg Glyburde Tablets
ingredient s 1.5 mg tablet 3 mg tablet
mg/tablet (2% of total weight)

Glyburide, micronized 1.5 (0.83) 3 (1.67)
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Lactose, Anhydrous
Magnesium Stearate/

Sodium Laurvi Sulfate (94/6)
Croscarmellose Sodium
Colloidai Silicon Dioxide
Pregelatinized Starch
D&C Yellow #10

Total weight 180.00 (100) 180.00 (100)

Comment:

The waiver of in vivo bioavailability study for the firm's Glyburide 1.5 mg tablet can be granted per
21 CFR section 320.22(d)(2) since it is proportionally similar in its active and inactive ingredients to
the 3 mg tablet and the in vitro dissolutions testings are acceptable.

1.

r

Recommendation:

Both fasting and non-fasting bicequivalence studies conducted by Mylan Pharmaceuticals Inc.
on its Glyburide 3 mg tablet, lot #2B002D, comparing to Glynase® 3 mg tablet, manufactured
by The Upjohn Company have been found acceptable by the Division of Bioequivalence. The
stadies demonstrated that Mylan's glyburide 3 mg tablet is bioequivalent to the reference

product, Glynase® 3 mg tablet manufactured by The Upjohn Company when administered
under either fasting or non-fasting condition.

The dissolution tests conducted by Mylan Pharmaceuticals Inc. on both of its 1.5 mg and 3
mg glyburide tablets, lot #2B001D and lot #2B002D respectively, have been found
acceptable. The dissolution testing should be incorporated into the firm's manufacturing
controls and stability program. The dissolution testing should be conducted in 500 mL of

borate buffer, pH 9.5 at 37° using USP 23 apparatus 2 (paddle) at 75 rpm. The test products
should meet the following specifications:

Not lessthan |, of the labeled amount of glyburide in the dosage form is dissolved
in 45 minutes.

The waiver of in vivo bioequivalence study requirements for the firm's glyburide 1. 5 mg tablet
is granted per 21 CFR section 320.22(d)(2). The 1.5 mg tablet of the test product will

therefore be deemed bioequivalent to Glynase® 1.5 mg, manufactured by The Upjohn
Company.
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